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Experimental
Purification of native FSA from feline plasma
Feline plasma was provided from Kyoritsu Seiyaku Corp. The frozen sample was thawed slowly in a refrigerator overnight at 4 °C and was centrifuged (10,000 × g, 30 min, 4 °C) to remove the cryoprecipitate. The supernatant was filtered through a track-etched polycarbonate membrane (Isopore membrane, 25 mm diameter, 50 nm pore; Millipore Corp.) to remove endogenous retroviruses. The filtrate was then brought to 50% saturation with ammonium sulfate. After leaving for 30 min at 4 °C, the solution was centrifuged (10,000 × g, 30 min, 2 °C) and the supernatant was filtered using a membrane filter (DISMIC-25CS, 0.2 μm pore; Toyo Roshi Kaisha Ltd.). The obtained solution was dialyzed against deionized water at 4 °C with subsequent addition of 11% volume of 500 mM sodium phosphate (pH 6.8). The resultant solution in 50 mM sodium phosphate (pH 7.0) was filtered using a membrane filter (C020A047A, 0.2 μm pore; Toyo Roshi Kaisha Ltd.).
The sample was applied to affinity chromatography (Toyopearl AF-Blue HC-650M; Tosoh Corp.).
After washing with 50 mM sodium phosphate (pH 7.0), FSA was eluted with 50 mM sodium phosphate (pH 7.4) containing 3 M NaCl. The eluent was dialyzed against deionized water at 4 °C. Thereafter, 25% volume of 100 mM Tris-HCl (pH 8.0) was added, and the resulting 20 mM Tris-HCl solution (pH 8.0) of FSA was filtered using a membrane filter (C020A047A, 0.2 μm pore). Then the sample was subjected to anion exchange chromatography (Q Sepharose Fast Flow; GE Healthcare UK Ltd.) with 20 mM Tris-HCl (pH 8.0) as the running buffer. After washing with 20 mM Tris-HCl (pH 8.0) containing 100 mM NaCl, elution of FSA was performed with 20 mM Tris-HCl (pH 8.0) containing 300 mM NaCl. The eluent was dialyzed against deionized water at 4 °C, followed by addition of 11% volume of 10× phosphate-buffered saline (PBS, pH 7.4). At the last, the FSA solution was concentrated to 30 mL, and was sterilized with a membrane filter (DISMIC-25CS, 0.2 μm pore). All the purification processes were confirmed by SDS-PAGE analysis. The concentration of FSA was measured using a protein assay kit (Pierce 660 nm; Thermo Fisher Scientific K.K.). The cysteinyl thiol assay of CSA was performed by reaction with 4,4'-dithiopyridine (4,4'-DTP). 
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Table S1
Comparison of amino acid sequences of FSA and HSA. The first row represents FSA sequence (colors correspond to the subdomain colors in Figure 2 ) and the second row represents HSA sequence (black). The yellow-marked amino acids are different kind pairs between FSA and HSA. The homology of these proteins is 81.9%. Statistics for the highest-resolution shell are shown in parentheses. 
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